The epidermal growth factor receptor (EGFR) mutation occurs in about 10% (Western) to 50% (Asian) of patients with locally advanced or metastatic non-small-cell lung cancer (NSCLC). 1 The first-line treatment for these patients with sensitizing EGFR mutation (exon 19 deletion or Leu858Arg mutation) includes reversible EGFR inhibitors like erlotinib, gefitinib, or afatinib as these were found to be superior to platinum-based therapy. In addition to survival benefit, these agents also offer health-related quality of life (QoL). 2, 3 However, majority of these patients will eventually progress and osimertinib remains an option for selective number of patients who develop acquired resistance secondary to T790M mutation which overcomes the competitive binding of EGFRTyrosine Kinase Inhibitor (TKI) to adenosine triphosphate (ATP). 4 Osimertinib formerly known as AZD9291 is an oral, thirdgeneration irreversible EGFR-TKI that was developed to selectively inhibit EGFR-TKI sensitizing mutation and the T790M resistance mutation. It has little activity against wild type EGFR and hence a better side effect profile. 5 In preclinical studies, osimertinib was found to be more potent than afatinib in tumors harboring both EGFR L858R and T790M mutation. 5 Osimertinib's activity in the second-line setting has since been proven in phase I/II and phase III studies and has been the standard of care for patients who progress on firstline EGFR-TKI who harbor a T790M mutation. 4, 6 In the New England Journal of Medicine, Soria et al 7 report the result of phase III FLAURA study, which evaluated the role of osimertinib in treatment naïve EGFR-mutated stage IIIB or IV NSCLC. A total of 556 patients were randomly assigned in a 1:1 fashion, to either receive oral osimertinib (n = 279) or standard oral EGFR-TKI (either gefitinib or erlotinib, n = 277). There was a substantial improvement in progression free survival (PFS) with osimertinib-18.9 months (95% confidence interval [CI], 15.2-21.4) in osimertinib arm vs 10.2 months (95% CI, 9.6-11.1) in the standard EGFR-TKI arm. Benefit was observed irrespective of age, race, and smoking status. The overall survival (OS) data are yet to mature, and as there was no significant difference in objective response rate and disease control rate between the 2 arms, one may argue that it may not necessarily increase OS. However, we must realize that, PFS still remains an important surrogate marker for OS in NSCLC 8 and a PFS benefit of almost 9 months will most likely produce a clinically meaningful OS benefit. Also, a new brain lesion is an important surrogate marker for worsening OS and QoL. 9 Approximately one-fifth of patients in FLAURA trial had central nervous system (CNS) metastases. Osimertinib is known to have activity in CNS and is superior to platinum-based therapy in patients with known CNS disease. This was demonstrated in AURA-3 trial where osimertinib was compared with platinum-based therapy in second-line setting. 4 FLAURA trial also demonstrates a striking difference in rates of CNS progression between osimertinib arm and EGFR-TKI arm (6% vs 15%). Skin rash or acne, diarrhea, dry skin, paronychia, stomatitis, and pyrexia were common adverse effects from osimertinib and mostly were mild. Serious adverse events were reported in 22% of patients in osimertinib arm and 25% in the EGFR-TKI. Fatal adverse events occurred in 6 patients (2%) in osimertinib arm. Adverse effects of grade 3 or higher were less frequent with osimertinib than with standard EGFR-TKI arm. Mutation analysis for T790M was not done in the patients enrolled in this trial and we do not know if the patients who had significantly prolonged PFS compared with standard oral EGFR-TKI had concurrent EGFR T790M mutation in addition to the EGFR L858R mutation. De novo EGFR T790M mutations although are rare and occurs in <1% of all lung cancers and approximately 2% of all EGFR-mutant lung cancers. 10 In treatment naïve EGFR-mutated NSCLC, various trials utilizing erlotinib or gefitinib showed median PFS from 9 to 13 months, 11, 12 which is similar to the observed PFS (10.2 months) in the standard EGFR-TKI arm in FLAURA
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In summary, osimertinib has impressive median PFS of 18.9 months, favorable side effects profile, and decreased rates of CNS progression but several questions remain unanswered regarding the use of osimertinib in the firstline setting vs using it at the time of disease progression. Does PFS benefit translate to OS benefit? Is osimertinib better than standard EGFR-TKI for improving Q-TWIST (Quality-adjusted Time without Symptoms of Toxicity)? Is osimertinib alone sufficient to treat CNS disease and if not, is it safe to use it with radiation? Where are we in developing a targeted agent for patients who progress on osimertinib? Nevertheless, a debate has started, and we do not have a clear guidance yet to support upfront treatment with osimertinib.
